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1 . This report has been drawn on the basis of {substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originaliy filed** and are not annexed to 
the report since they do not contain amendments,): 

Description, pages: 

1-41 as originally filed 

Claims, No.: 

11 (part), as originally filed 

12 (part) 

1-10,11 (part),1 2 (part), as received on 25/08/2000 

with letter of 1 8/08/2000 
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2. The amendnnents have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 



4. Additional observations, if necessary: 
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applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-13 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1-13 

Industrial applicability (lA) Yes: Claims 1-13 

No: Claims 

2. Citations and explanations 
see separate sheet 
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Section V 

The following documents cited in the Search Report are referred to In this communication; 

Canadian Journal of Cardiology, 11,supp F,13f-19f 1995 (1) 
EP-A-0 795 548 (2) 

J.Med.Chem, 40(14),1997, 2156-2163 (3) 
J P05 169832 (4) 
WO-A-9745400 (5) 

With regard to the requirement for novelty (Article 33(2) of the PCI); for the compounds 
of claim 1, the document (1) is a general document and (3) discloses imidazolidinones. 
The document (2) has a specific example (148) disclosed therein which is corresponds 
to claim 1 and 11 and 12 in the present application (specifically example 4 of the present 
application), and this example has been excluded from the claims 1,11 and 12 by means 
of a disclaimer. It is accepted that there is no overlap in the general formulae when R1 in 
the present application is alkyi substituted with COgH and and R3 are H if the definitions 
in (2) are interpreted such that the definition of a carboxyl group for R1 and R2 stands 
alone, and is not a possibility for the substituent on the alkyl. In (5) there is a general 
overlap of the formula with that of the present application claim 1 1 and 12. but the overlap 
is not novelty destroying. Document (4) discloses compounds differing from those of claims 
1 1 and 12 in that the substituents on R1 are not those of the present application R1,R2 
and R3. Article 33(2) of the PCT is thus satisfied. 

With regard to the requirement for inventive step (Article 33(3) of the PCT), it is considered 
that the man skilled in the art, faced with the problem of providing further novel chymase 
inhibitors would have considered that the compounds of the present application, which 
differ from those of (2) only in the substitution on the ring A would have the same 
qualitative activity, especially as some of the substituents are already considered in the 
same activity field to be interchangeable (see (3), Table 1). Thus the problem underlying 
the present application must have been the provision of further novel compounds with 
unexpected advantages re the closest prior art (2), and in the absence of any evidence of 
such advantages. Article 33(3) of thePCT cannot be considered to have been satisfied. If 
the suppression of the exacerbation of vascular permeability induced by chymase is an 
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unexpected or additional activity, then this should be substantiated. For the intermediates, 
inventive step will be dependent on a positive acknowledgement for the end products. 
The terms "substituted" when used in the groups R2 and R3 should be replaced by the 
exact definitions given in the description, page 7,8. 

The term "lower" should be deleted from the claims, as a C-atom content has already been 
given. 
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CLAIMS 

!• (Amended) A quinazoline derivative having the 
following formula (1) and a pharmaceutical ly acceptable salt 
thereof : 




wherein the ring A represents an aryl group; 

b} represents a hydroxy 1 group, an amino 
group, a to lower alkylamino group which may be 
substituted with a carboxylic acid group, a to C^o lower 
aralkylamino group which may be substituted with a carboxylic 
acid group, an amino group acylated with a to C4 lower 
aliphatic acid which may be substituted with a carboxylic 
acid group, an amino group acylated with an aromatic ring 
carboxylic acid which may be substituted with a carboxylic 
acid group, an amino group acylated with a heteroaromatic 
ring carboxylic acid which may be substituted with a 
carboxylic acid group, an amino group sulfonylated with a 
to C4 lower alkanesulf onic acid which may be substituted with 
a carboxylic acid group, an amino group sulfonylated with an 
aromatic ring sulfonic acid which may be substituted with a 
carboxylic acid group, an amino group sulfonylated with a 
heteroaromatic ring sulfonic acid which may be substituted 
with a carboxylic acid group, a to C4 lower alkyl group 
substituted with a carboxylic acid group, or a Cj to C4 lower 
alkylene group which may be substituted with a carboxylic 
acid group; 

and may be the same or different and 
represent a hydrogen atom, an unsubstituted or substituted Ci 
to C4 lower alkyl group, a halogen atom, a hydroxy 1 group, a 
Ci to C4 lower alkoxyl group, an amino group, an 
unsubstituted or substituted to C4 lower 
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alkylamino group, an unsubstituted or substituted to Ci© 
aralkylamino group, an amino group acylated with a to 
lower aliphatic acid which may be substituted with a 
carboxylic acid group, an amino group acylated with an 
aromatic ring carboxylic acid which may be substituted with a 
carboxylic acid group, an amino group acylated with a 
heteroaromatic ring carboxylic acid which may be substituted 
with a carboxylic acid group, an amino group sulfonylated 
with a Ci to C4 lower alkanesulf onic acid which may be 
substituted with a carboxylic acid group , an amino group 
sulfonylated with an aromatic ring sulfonic acid which may be 
substituted with a carboxylic acid group, an £unino group 
sulfonylated with a heteroaromatic ring sulfonic acid which 
may be substituted with a carboxylic acid group, or a 
carboxylic acid group or 

when the ring A is a benzene ring, and 
may form, together with the substituting benzene ring, a 
fused heterocyclic ring which may be substituted with a 
carboxylic acid and in which the carbon atom in the ring may 
form a carbonyl group and R^ is the same as defined above; 
and 

X represents a hydrogen atom, a to lower 
alkyl group, a to C4 lower alkoxy group, a halogen atom, a 
hydroxy 1 group, an amino group, or a nitre group, with the 
proviso that, when the ring A is a benzene rina> Ti^ is an 
cmino group and both R^ and R^ are a hydrogen atom. R^ is not 
positioned at the para-position to the sulfonyl group, 

2 . A quinazoline derivative or a pharmaceutic ally 
acceptable salt thereof as claimed in claim 1, wherein, in 
the formula (1), R^ is a hydroxy 1 group, an amino group, a 
to C4 lower alkylamino group substituted with a carboxylic 
acid group, or an amino group acylated with a to C4 lower 
aliphatic acid substituted with a carboxylic acid group, 

3. A quinazoline derivative or a pharmaceutically 
acceptable salt thereof as claimed in claim 1 or 2, wherein. 
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in the formula ( 1 ) , is a carboxylic acid group or a 
hydrogen atom . 

4 . A quinazoline derivative or a pharmaceutically 
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acceptable salt thereof as claimed in any one of claims 1 to 
3, wherein in the formula (I) is a hydrogen atom. 

5. A pharmaceutical composition comprising as an 
effective ingredient a pharmaceutical ly effective amount of a 
quinazoline derivative or the pharmaceutical ly acceptable 
salt thereof according to any one of claims 1 to 4 and a 
pharmaceutically acceptable carrier therefor, 

6. A chymase inhibitor having as an effective 
ingredient a quinazoline derivative or its pharmaceutically 
salt according to any one of claims 1 to 4. 

7. A pharmaceutical composition as claimed in claim 5 
for prevention or treatment of allergic diseases or rheiimatic 
diseases* 

8. A pharmaceutical composition as claimed in claim 5 
for prevention or treatment of bronchial asthma, eczema, 
atopic dermatitis, mastocytosis, scleriasis, or rheumatoid 
arthritis. 

9. A pharmaceutical composition as claimed in claim 5 
for prevention or treatment of cardiac and circulatory system 
diseases due to the abnormal exacerbation of Angiotensin II 
production. 

10. A pharmaceutical composition as claimed in claim 5 
for prevention or treatment of cardiac insufficiency, 
hypercardia, stasis cardiac diseases, hypertension, 
arteriosclerosis, peripheral circulatory diseases, 
revasoconstriction after PTCA, diabetic renal disorders or 
non-diabetic renal disorders, coronary diseases including 
cardiac infarction, angioendothelia, or vascular disorders 
accompanying eirterialization and atheroma. 

11. (Amended) A sulfonylurea derivative having the 
formula ( 4 ) : 
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an amino group acylated with a Cj. to C4 lower aliphatic acid 
which may be substituted with a carboxylic acid group, an 
amino group acylated with an aromatic ring carboxylic acid 
which may be substituted with a carboxylic acid group, an 
amino group acylated with a heteroaromatic ring carboxylic 
acid which may be substituted with a carboxylic acid group, 
an amino group sulfonylated with a to C4 lower 
alkanesulfonic acid which may be substituted with a 
carboxylic acid group, an amino group sulfonylated with an 
aromatic ring sulfonic acid which may be substituted with a 
carboxylic acid group, an amino group sulfonylated with a 
heteroaromatic ring sulfonic acid which may be substituted 
with a carboxylic acid group, or a carboxylic acid group or 

when the ring A is a benzene ring, and 
may form, together with the substituting benzene ring, a 
fused heterocyclic ring which may be substituted with a 
carboxylic acid and in which the carbon atom in the ring may 
form a carbonyl group and R^ is the same as defined above; 
and 

X' is X, which may be protected with a 
protecting group and which represents a hydrogen atom, a 
to C4 lower alkyl group, a to C4 lower alkoxyl group, a 
halogen atom, a hydroxy 1 group, an amino group, or a nitro 
group, with the proviso that, when the ring A is a benzene 
ring, R^ is an amino group and both and R^ are a hvdrogen 
atom. R^ is not positioned at the para-position to the 
sulfonyl group. 

12. (Amended) A sulfonylurea derivative having the 
formula (7 ) : 
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wherein, the ring A represents an aryl group; 

R^' is R^, which may be protected with a 
protecting group and which represents a hydroxyl group. 
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cunino group sulfonylated with an aromatic ring sulfonic acid 
which may be substituted with a carboxylic acid group , an 
amino group sulfonylated with a heteroaromatic ring sulfonic 
acid which may be substituted with a carboxylic acid group, 
or a carboxylic acid group or 

when the ring A is a benzene ring, and 
may form together with the substituting benzene ring a fused 
heterocyclic ring which may be substituted with a carboxylic 
acid and in which the carbon atom in the ring may form a 
carbonyl group and R^ is the same as defined above; 

R* represents a protecting group for a 
c ar boxy 1 group ; and 

X' is Xr which may be protected with a 
protecting group and which represents a hydrogen atom, a 
to C4 lower alkyl group, a to C4 lower alkoxy group, a 
halogen atom, a hydroxy 1 group, an amino group, or a nitro 
group, with the proviso that> when the ring A is a benzene 
ring. R^ is an amino group and both R^ and R^ are a hydrogen 
atom^ R^ is not positioned at the para-position to the 
sulfonvl group. 

13. A method for producing a quinazoline derivative 
having the formula (1) according to claim 1 comprising: 

allowing a sulfonylurea derivative having the 
formula (4) according to claim 11 to a ring-closing reaction 
with a condensation agent or 

deprotecting a carboxyl group of the 
sulfonylurea derivative having the formula (7) according to 
claim 12, followed by effecting a ring-closing reaction with 
a condensation agent. 
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CLAIMS 

!• A quinazoline derivative having the following 
formula (1) and a pharmaceutically acceptable salt 
thereof : 

H 

(1) 



wherein the ring A represents an aryl group; 

represents a hydroxy 1 group, an amino 
group, a to lower alkylamino group which may be 
substituted with a carboxylic acid group, a C7 to C^o 

15 lower aralkylamino group which may be substituted with a 

carboxylic acid group, an amino group acylated with a 
to C4 lower aliphatic acid which may be substituted with 
a carboxylic acid group, an amino group acylated with an 
aromatic ring carboxylic acid which may be substituted 

2 0 with a carboxylic acid group, an amino group acylated 

with a heteroaromatic ring carboxylic acid which may be 
substituted with a carboxylic acid group, an amino group 
sulfonylated with a to C4 lower alkanesulf onic acid 
which may be substituted with a carboxylic acid group, an 

25 amino group sulfonylated with an aromatic ring sulfonic 

acid which may be substituted with a carboxylic acid 
group, an amino group sulfonylated with a heteroaromatic 
ring sulfonic acid which may be substituted with a 
carboxylic acid group, a to C4 lower alkyl group 

30 substituted with a carboxylic acid group, or a Cj to C4 

lower alkylene group which may be substituted with a 
carboxylic acid group; 

R^ and may be the same or different and 
represent a hydrogen atom, an unsubstituted or 

35 substituted to C4 lower alkyl group, a halogen atom, a 

hydroxy 1 group, a to C4 lower alkoxyl group, an amino 
group, an unsubstituted or substituted Ci to C4 lower 
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alkylamino group, an unsubstituted or substituted to 

ar alkylamino group, an amino group acylated with a 
to C4 lower aliphatic acid which may be substituted with 
a carboxylic acid group, an amino group acylated with an 
5 aromatic ring carboxylic acid which may be substituted 
with a carboxylic acid group, an amino group acylated 
with a heteroaromatic ring carboxylic acid which may be 
substituted with a carboxylic acid group, an amino group 
sulfonylated with a to lower alkanesulf onic acid 

10 which may be substituted with a carboxylic acid group, an 
amino group sulfonylated with an aromatic ring sulfonic 
acid which may be substituted with a carboxylic acid 
group, an amino group sulfonylated with a heteroaromatic 
ring sulfonic acid which may be substituted with a 

15 carboxylic acid group, or a carboxylic acid group or 

when the ring A is a benzene ring, and 
may form, together with the substituting benzene ring, 
a fused heterocyclic ring which may be substituted with a 
carboxylic acid and in which the carbon atom in the ring 

2 0 may form a carbonyl group and R^ is the same as defined 
above ; and 

X represents a hydrogen atom, a to 
lower alkyl group, a to lower alkoxy group, a 
halogen atom, a hydroxy 1 group, an amino group, or a 
2 5 nitro group. 

2. A quinazoline derivative or a pharmaceutically 
acceptable salt thereof as claimed in claim 1, wherein, 
in the formula (1), R^ is a hydroxy 1 group, an amino 
group, a to lower alkylamino group substituted with 

30 a carboxylic acid group, or an amino group acylated with 

a Ci to C4 lower aliphatic acid substituted with a 
carboxylic acid group • 

3. A quinazoline derivative or a pharmaceutically 
acceptable salt thereof as claimed in claim 1 or 2, 

35 wherein, in the formula (1), R^ is a carboxylic acid 
group or a hydrogen atom. 

4. A quinazoline derivative or a pharmaceutically 
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acceptable salt thereof as claimed in any one of claims 1 
to 3, wherein in the formula (I) is a hydrogen atom. 

5. A pharmaceutical composition comprising as an 
effective ingredient a pharmaceutically effective amount 

5 of a quinazoline derivative or the pharmaceutically 

acceptable salt thereof according to any one of claims 1 
to 4 and a pharmaceutically acceptable carrier therefor. 

6. A chymase inhibitor having as an effective 
ingredient a quinazoline derivative or its 

10 pharmaceutically salt according to any one of claims 1 to 
4 • 

7. A pharmaceutical composition as claimed in 
claim 5 for prevention or treatment of allergic diseases 
or rheumatic diseases. 

15 8. A pharmaceutical composition as claimed in 

claim 5 for prevention or treatment of bronchial asthma, 
eczema, atopic dermatitis, mastocytosis, scleriasis, or 
rheumatoid arthritis . 

9. A pharmaceutical composition as claimed in 
20 claim 5 for prevention or treatment of cardiac and 

circulatory system diseases due to the abnormal 
exacerbation of Angiotensin II production. 

10. A pharmaceutical composition as claimed in 
claim 5 for prevention or treatment of cardiac 

25 insufficiency, hypercardia, stasis cardiac diseases, 

hypertension , arteriosclerosis , peripheral circulatory 
diseases, revasoconstriction after PTCA, diabetic renal 
disorders or non-diabetic renal disorders, coronary 
diseases including cardiac infarction, angioendothelia, 

30 or vascular disorders accompanying arterialization and 
atheroma. 

11. A sulfonylurea derivative having the formula 

(4) : 




wherein the ring A represents an aryl group; 

10 • is R^, which may be protected with a 

protecting group, and which represents a hydroxyl group, 
an amino group, a to C4 lower alkylamino group which 
may be substituted with a carboxylic acid group, a C7 to 
Cio lower aralkylamino group which may be substituted 

15 with a carboxylic acid group, an amino group acylated 
with a Ci to C4 lower aliphatic acid which may be 
substituted with a carboxylic acid group, an amino group 
acylated with an aromatic ring carboxylic acid which may 
be substituted with a carboxylic acid group, an amino 

20 group acylated with a heteroaromatic ring carboxylic acid 

which may be substituted with a carboxylic acid group, an 
amino group sulfonylated with a Ci to C4 lower 
alkanesulf onic acid which may be substituted with a 
carboxylic acid group, an amino group sulfonylated with 

2 5 an aromatic ring sulfonic acid which may be substituted 

with a carboxylic acid group, an amino group sulfonylated 
with a heteroaromatic ring sulfonic acid which may be 
substituted with a carboxylic acid group, a Ci to 
lower alkyl group substituted with a carboxylic acid 

3 0 group, or a C2 to C4 lower alkylene group which may be 

substituted with a carboxylic acid group; 

R^' and R^* are R^ and R^, respectively, 
which may be protected with a protecting group, which may 
be the same or different, and which represent a hydrogen 
3 5 atom, an unsubstituted or substituted Ci to C4 lower 

alkyl group, a halogen atom, a hydroxyl group, a to C4 
lower alkoxyl group, an amino group, an unsubstituted or 
substituted to lower alkylamino group, an 
unsubstituted or substituted C7 to Cio aralkylamino group. 
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an amino group acylated with a to C4 lower aliphatic 
acid which may be substituted with a carboxylic acid 
group, an amino group acylated with an aromatic ring 
carboxylic acid which may be substituted with a 
5 carboxylic acid group, an amino group acylated with a 
heteroaromatic ring carboxylic acid which may be 
substituted with a carboxylic acid group, an amino group 
sulfonylated with a to lower alkanesulf onic acid 
which may be substituted with a carboxylic acid group, an 

10 amino group sulfonylated with an aromatic ring sulfonic 
acid which may be substituted with a carboxylic acid 
group, an amino group sulfonylated with a heteroaromatic 
ring sulfonic acid which may be substituted with a 
carboxylic acid group, or a carboxylic acid group or 

15 when the ring A is a benzene ring, and 

R^ may form, together with the substituting benzene ring, 
a fused heterocyclic ring which may be substituted with a 
carboxylic acid and in which the carbon atom in the ring 
may form a carbonyl group and R^ is the same as defined 

2 0 above; and 

X' is X, which may be protected with a 
protecting group and which represents a hydrogen atom, a 
Ci to C4 lower alkyl group, a to lower alkoxyl 
group, a halogen atom, a hydroxyl group, an amino group, 
2 5 or a nitro group. 

12. A sulfonylurea derivative having the formula 

(7) : 



30 



H 




>2. 



(7) 



>3 . 



COoR" 



35 



wherein, the ring A represents an aryl group; 

• is R^, which may be protected with a 
protecting group and which represents a hydroxyl group. 
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an amino group, a to lower alkylamino group which 
may be substituted with a carboxylic acid group, a C7 to 

lower aralkylamino group which may be substituted 
with a carboxylic acid group, an amino group acylated 
5 with a Ci to lower aliphatic acid which may be 

substituted with a carboxylic acid group, an amino group 
acylated with an aromatic ring carboxylic acid which may 
be substituted with a carboxylic acid group, an amino 
group acylated with a heteroaromatic ring carboxylic acid 

10 which may be substituted with a carboxylic acid group, an 
amino group sulfonylated with a to lower 
alkanesulf onic acid which may be substituted with a 
carboxylic acid group, an amino group sulfonylated with 
an aromatic ring sulfonic acid which may be substituted 

15 with a carboxylic acid group, an amino group sulfonylated 
with a heteroaromatic ring sulfonic acid which may be 
substituted with a carboxylic acid group, a Ci to 
lower alkyl group substituted with a carboxylic acid 
group, or a to C4 lower alkylene group which may be 

20 substituted with a carboxylic acid group; 

' and R^' are R^ and R^, respectively, 
which may be protected with a protecting group, which may 
be the same or different and which represent a hydrogen 
atom, an unsubstituted or substituted to C4 lower 

25 alkyl group, a halogen atom, a hydroxyl group, a to C4 

lower alkoxyl group, an amino group, an unsubstituted or 
substituted Ci to lower alkylamino group, an 
unsubstituted or substituted C7 to Cio lower aralkylamino 
group, an amino group acylated with a to lower 

30 aliphatic acid which may be substituted with a carboxylic 
acid group, an amino group acylated with an aromatic ring 
carboxylic acid which may be substituted with a 
carboxylic acid group, an amino group acylated with a 
heteroaromatic ring carboxylic acid which may be 

35 substituted with a carboxylic acid group, an amino group 

sulfonylated with a to C4 lower alkanesulf onic acid 
which may be substituted with a carboxylic acid group, an 



amino group sulfonylated with an aromatic ring sulfonic 
acid which may be substituted with a carboxylic acid 
group, an amino group sulfonylated with a heteroaromatic 
ring sulfonic acid which may be substituted with a 
carboxylic acid group, or a carboxylic acid group or 

when the ring A is a benzene ring, and 
may form together with the substituting benzene ring a 
fused heterocyclic ring which may be substituted with a 
carboxylic acid and in which the carbon atom in the ring 
may form a carbonyl group and is the same as defined 
above ; 

R^ represents a protecting group for a 
carboxyl group; and 

X' is X, which may be protected with a 
protecting group and which represents a hydrogen atom, a 
Ci to C4 lower alkyl group, a to C4 lower alkoxy group, 
a halogen atom, a hydroxyl group, an amino group, or a 
nitro group, 

13. A method for producing a quinazoline derivative 
having the formula (1) according to claim 1. comprising: 

allowing a sulfonylurea derivative having 
the formula (4) according to claim 11 to a ring-closing 
reaction with a condensation agent or 

deprotecting a carboxyl group of the 
sulfonylurea derivative having the formula (7) according 
to claim 12, followed by effecting a ring-closing 
reaction with a condensation agent. 
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